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DETAILED ACTION 

1 . In view of the remand by the Board of Patent Appeals and Interferences issued August 
30, 2005, PROSECUTION IS HEREBY REOPENED. New grounds of rejections are set forth 
below. 

Claim Rejections 35 U.S.C. 112 

2. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

3. Claims 1-2, 4-21 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply 
with the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the claimed 
invention. Claim 1 recites "pharmaceutical agents consisting essentially of (a) a first 
composition containing at least one of alpha-ketoglutarate and alpha — ketoglutaric acid and 
being devoid of ammonium, and (b) a second composition containing ammonium and be devoid 
of a alpha-ketoglutarate and alpha-ketoglutaric acid" Claim 15 recites "pharmaceutical dosage 
unit comprising a first pharmaceutical composition comprising at least one of alpha-ketoglutarate 
and alpha — ketoglutaric acid in a pharmaceutical^ acceptable carrier and being devoid of 
ammonium, and a second pharmaceutical composition comprising ammonium in a 
pharmaceutically acceptable carrier and be devoid of a alpha-ketoglutarate and alpha- 
ketoglutaric acid" Interpretated broadly, the claims read on separate compositions containing 
alpha-ketoglutarate and ammonium respectively. However, the application, as originally filed, 
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lack support for such separate composition. Particularly, the application provide no support for 
"composition containing at least one of alpha-ketoglutarate and alpha — ketoglutaric acid and 
being devoid of ammonium," "composition containing ammonium and being devoid of a alpha- 
ketoglutarate and alpha-ketoglutaric acid," in claim 1, and "pharmaceutical composition 
comprising at least one of alpha-ketoglutarate and alpha — ketoglutaric acid in a pharmaceutical^ 
acceptable carrier and being devoid of ammonium," " pharmaceutical composition comprising 
ammonium in a pharmaceutically acceptable carrier and being devoid of a alpha-ketoglutarate 
and alpha-ketoglutaric acid" in claim 15. 

Claim Rejections 35 U.S.C 102 
4. Claims 1, and 6 are rejected under 35 U.S. C. 102(b) as being clearly anticipated by 
Veech (USPN 5,719,1 19). 

The claims are directed to a dosage unit (a composition) comprising at least one of alpha- 
ketoglutarate and alpha-ketoglutaric acid and ammonium, and the method of using the same. 
Note, "pharmaceutical agents consisting essentially of (a) a first composition containing at least 
one of alpha-ketoglutarate and alpha — ketoglutaric acid and being devoid of ammonium, and (b) 
a second composition containing ammonium and be devoid of a alpha-ketoglutarate and alpha- 
ketoglutaric acid" (claim 1), and "pharmaceutical dosage unit comprising a first pharmaceutical 
composition comprising at least one of alpha-ketoglutarate and alpha — ketoglutaric acid in a 
pharmaceutically acceptable carrier and being devoid of ammonium, and a second 
pharmaceutical composition comprising ammonium in a pharmaceutically acceptable carrier and 
be devoid of a alpha-ketoglutarate and alpha-ketoglutaric acid" are interpretated broadly, in view 
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of the specification, as read on a single composition comprising both alpha-ketoglutarate and 
ammonium, for reasons stated in the Remand by the Board of Patent Appeals and Interferences. 
5. Veech (USPN 5,719, 1 19) teaches a parenteral nutrition solution comprising alpha- 
ketoglutarate (1.2 mMole/L) and ammonium (1 mMole/L), see Table 9, col. 20, examples 1.4- 
1.5. Veech also teaches the employment of the parenteral nutrition solution comprising alpha- 
ketoglutarate in a method of normalizing muscle and organ function, see claims 5 and 6 for 
example. Veech further teaches that post-traumatic or post-operative patients suffer from a 
negative nitrogen balance, col.7, line 55 to column 8 line 7. Veech also teaches alpha 
ketoglutarate and ammonium in an amino acid solution containing glutamate which can control 
the redox state of the mitochondria and therefore be useful in nitrogen- containing 
pharmaceutical compositions, see col 13 line 5 to col. 14 line 20. The composition is for 
intravenous administration. See, column 21, lines 1-8. 

It is noted that claim 1 is a method of preserving bodily protein stores in a catabolic 
patient, comprising the concomitant administration of a pair of pharmaceutical agents consisting 
essentially of (a) a first composition containing at least one of a-ketoglutarate and a-ketoglutaric 
acid and being devoid of ammonium, and (b) a second composition containing ammonium and 
being devoid of a-ketoglutarate and a-ketoglutaric acid, the amounts of the pair being effective to 
preserve skeletal muscle. 

As stated in Board's remand: "While the pair of pharmaceutical agents "consists 
essentially of two compositions, the overall method uses the "comprising" transitional language, 
which does not exclude other method steps, including administration of other compositions or 
compositions which do not affect the basic and novel characteristics of the two compositions. It 
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is understood that "[t]he word 'essentially' [in 'consisting essentially of] opens the claims to the 
inclusion of ingredients which would not materially affect the basic and novel characteristics of 
appellant's compositions as defined in the balance of the claim" In re Janakirama-Rao . 317 F. 2d 
951, 954, 137 USPQ 893, 896 (CCPA1963) (emphasis in original)." There fore the claims would 
read on the method disclosed by Veech. 



Claim Rejections 35 U.S.C. 103 
6. The following is a quotation of 35 U.S.C 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 1-2, 4-21 rejected under 35 U.S.C. 103(a) as being unpatentable over Veech 
(USPN 5,719,119) and Vinnars (USPN 5,310,768), in further view of Taconic 
( http://www r .taconic.com/anmodels/spragued.htm l and Bollish et al. (US 5,219,330). 

The claims are directed to a dosage unit (a composition) comprising at least one of alpha- 
ketoglutarate and alpha-ketoglutaric acid and ammonium, and the method of using the same. 
Note, "pharmaceutical agents consisting essentially of (a) a first composition containing at least 
one of alpha-ketoglutarate and alpha — ketoglutaric acid and being devoid of ammonium, and (b) 
a second composition containing ammonium and be devoid of a alpha-ketoglutarate and alpha- 
ketoglutaric acid" (claim 1), and "pharmaceutical dosage unit comprising a first pharmaceutical 
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composition comprising at least one of alpha-ketoglutarate and alpha — ketoglutaric acid in a 
pharmaceutical^ acceptable carrier and being devoid of ammonium, and a second 
pharmaceutical composition comprising ammonium in a pharmaceutically acceptable carrier and 
be devoid of a alpha-ketoglutarate and alpha-ketoglutaric acid" are interpretated broadly, in view 
of the specification, as read on a single composition comprising both alpha-ketoglutarate and 
ammonium, for reasons stated in the Remand by the Board of Patent Appeals and Interferences. 

Veech (USPN 5,719,1 19) teaches a parenteral nutrition solution comprising carboxylic 
metabolite anions, such as lactate and/or alpha-Ketoglutarate, (0. 1-150 mMole/L) and cation 
such as ammonium and sodium (0.1-150 mMole/L), See, particularly, columns 5. Particular 
examples comprising alpha-ketoglutarate and ammonium is disclosed, see Table 9, col. 20, 
examples 1.4-1.5. Veech also teaches the employment of the parenteral nutrition solution 
comprising alpha-ketoglutarate in a method of normalizing muscle and organ function, see 
claims 5 and 6 for example. Veech further teaches that post-traumatic or post-operative patients 
suffer from a negative nitrogen balance, col. 7, line 55 to column 8 line 7. Veech also teaches 
alpha ketoglutarate and ammonium in an amino acid solution containing glutamate which can 
control the redox state of the mitochondria and therefore be useful in nitrogen- containing 
pharmaceutical compositions, see col. 13 line 5 to col. 14 line 20. The parenteral composition is 
for intravenous administration. See, column 21; lines 1-8. Infusion rate of the composition to a 
Sprague Dawley male rate is about 2 ml/hour. It is noted Sprague Dawley male rat is normally 
less than 500 g in weight. See Prague Dawley Outbred rats . 

Vinnars (USPN 5,3 10,768) teaches a method of treatment of post operative and 
Post-traumatic patients for improving glutamine content in skeletal muscle and preventing the 
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reduction of protein synthesis capacity, hence also, improve the nitrogen balance and even make 
it positive by administering alpha-ketoglutarate, alone or in combination with other actives, see 
col. 2, lines 54-63 and abstract in particular. Vinnars teaches that the amount of alpha- 
ketoglutarate is at least 0. lg/kg body weight/day (which amounts to 3 12.5 micromoles/kg body 
weight per day), see col 3, lines 6-12. 

Veech and Vinnars do not particularly teach the dosing regimen herein in terms of 
micromoles per kilogram per minute, nor do they teach the administration of two separate 
compositions. Neither does it particularly teach the employment of a particular salt of 
ammonium. 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made to employ a composition as disclosed by Veech, wherein the major carboxylic 
metabolic anion is alpha-ketoglutarate, and the cation is ammonium salt in the doses herein in a 
method of preserving bodily protein in catabolic patients. 

One of ordinary skill in the art would have been motivated to employ a composition as 
disclosed by Veech, wherein the major carboxylic metabolic anion is alpha-ketoglutarate, and the 
cation is ammonium salt in the doses herein in a method of preserving bodily protein in catabolic 
patients because both alpha-ketoglutarate and ammonium are known to be useful in methods of 
treating post-operative/post-traumatic patients and normalizing/preserving skeletal muscle 
glutamine/nitrogen content. Combining two agents which are known to be useful to improve 
nitrogen balance and preserve skeletal muscle individually into a single composition useful for 
the very same purpose is prime facie obvious. See In re Kerkhoven 205 USPQ 1069. The 
employment of salts of known actives is within the skill of the Skilled Artisan and is therefore 
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obvious. Furthermore, water, employed by Veech as the carrier, are both acceptable in parenteral 
composition and oral composition. 

As to the particular concentration or dosing regimen herein, note it is well understood 
that optimization of effective amounts or and administrative regimens in pharmaceutical art is 
considered within the skill of the artisan. Ex parte Skuballa 12 USPQ2d 1570. Particularly, it is 
noted that the particular regimens herein are well within the range disclosed by the prior art. For 
example, assume a composition comprising 100 mMole/L each of alpha-ketoglutarate and 
ammonium, is administered with a infusion rate of 30 mL/hour (or 0.5 mL/min) to a Patient with 
50 kg, the rate would be 1 |nmol.kg"\min _1 , well within the claimed range. It is well understood 
that "wherein the general conditions of a claim are disclosed in the prior art, it is not inventive to 
discover the optimum or workable ranges by routine experimentation." In re Alien 220 F. 2d 
454, 456, 105 USPQ 233,235 (CCPA 1955). Further, the optimization of a result effective 
parameter, e.g., effective amounts, is considered within the skill of the artisan. See, In re Boesch 
and Slaney (CCPA) 204 USPQ 215. Note normal operatable Intravenous infusion rate is in the 
range of 1 mL/hour to about 300 mL/hour in a duration of 1-24 hours. See, e.g., column 2, lines 
55-68, column 5, lines 34-52 in Bollish et al. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Shengjun Wang whose telephone number is (571) 272-0632. The 
examiner can normally be reached on Monday to Friday from 7:00 am to 3:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan, can be reached on (571) 272-0629. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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